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Compsn. for treating C-@erbB@-2 producing tumours - comprises 

adriamycin bound to monoclonal antibody specific for peptide from 

hydrophobic extracellular region of C-@erbB@-2 
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memhriii Th ~ agent cont 9 • the antibody to adenocarcinama 
membrane protein and the antibody binding anti-tumour agent, is new. 

,ILI antX - tX ^ our agent in d> of which antibody binding anti-tumour 
*?T* a ? tlbiotic ' is new. (3) The anti-tumour agent in 
2 which antibody binding anti-tumour agent is adriamycin, is new. 

i^iiSv^ 1 ^i l ^^■2 en ^ 1 ^^ U ~ 4) ° f WhiCh the * ntibod V is monoclonal 
antibody to the peptide of hydrophobic extracellular region of c-@erbB@ 



-2, is new. (5) The anti-tumour agent in (4) of which the antigen is 
the peptide (His-Thr-Ala-Asn-Arg- Pro-Glu-Asp-Glu-Cys-Val - 
Gly-Glu-Gly-Leu) , is new. 

USE/ADVANTAGE - The anti-tumour agent has stronger cytotoxic 
effect to c-@erbB@-2 producing tumour than using adriamycin only. The 
side effect of the new agent is decrease.. 

In an example, mice were immunised by the peptide 
(His-Thr-Ala-Asn-Arg- Pro-Glu-Asp-Glu-Cys-Val- Gly-Glu-Gly-Leu) as 
antigen. The immunised spleen cells and ASP2/0 were fused and the 
hybridoma was prepd. The monoclonal antibody was prepd . from the 
hybridoma. The monoclonal and SPDP were mixed at 30-150 : 1 and reacted 
at 30 deg.C for 30 mins . SPDP-monoclonal antibody and SPDP-adriamycin 
were reacted at 4 deg.C for 90 mins. in the soln. contg. 50mM 
tnethylamine, SOmMNaCl, and ImM ethylenediamine tetraacetate (pH8.0). 
The monoclonal antibody binding adriamycin was added to the 
adenocarcinoma (expressed c-@erbB@-2) cell culture. The cytoxic 
activity of the anti-tumour agent was dependent on the expression amt 
of c-@erbB@-2. The same IC50 as adriamycin use, was obtd. by 1/20 vol 
use of the new agent. Dwg.0/1 
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5 n t £#® tT 2 ©ttflEM. 

[»*B4] ffifcfc^c-e r bB-2g&©geSf* 
His-Thr-Ala-Asn-Arg-Pro-Glu- 

CO 0 0 13 

b b - 2 o«®*s4-r^a5«fflia«c^mw^*i«^jtBi 

[0 0 0 2] 

[tt*©SHH 7Pl/7?-f-» (Adr i amyc i 
n) *t]KII®XhW^h5-fe^ • Ka- fe^X • 
• •iri^'^X (Streptomyces peucet 
iusvar. c a e s i u s ) ££jg£tl5Ji£ i f!!5 

2 nSSAft? 01) -BMs«*t« 

©«jtfg14«W-J (US5 5-9-2 0) p. 

4 7 4-4 7 5) , lltt©feftlcli. ^tLTCOTH 

[0 0 0 3] L,a>Lfc*i&, 7Hl'7V-i'-»{;:fgS-f 

», «#«*«R*a'«s#r. -Ottawa* 

[0 0 0 4] 

•rfcfclWBT*©Tr»tt<. K#©ffiKtte«IJaL&#s 

-r £ C t * i » £ 1 - 5 £ . 
[0 0 0 5] 

[tSg£#fcTSfcae>W#a] ±fBBW£3t 

[0 0 0 6] ■€-CTfft*M3j»6«W©IS*. R& 
SL*fc*t>Til«|t5ffll/Tl»4, jBSC?c -e r b 
b - 2 ©ftHSft. rttb£IHURJtatt©saJtlc* 

U cn&ifMBH&©tt6tt (conjugate) * 



) *3fM¥5- 1 1 7 1 6 5 

2 

* 7 5 y KE90*©M^ii*«tt©*#'<7? h stall 
£UT*&*ifc i ey*p--*-JWM»:*, M!BiMft©iis 

a i hr#b 3 ©ifvtfta* i 8©&ubh. 

Mfci] 

Asp-Glu-Cys-Val-Gly-Glu-Gly-Leu 

fe&U£££3> J68HJ&, ttKMffMftfcttl/TJMtfi: 

[0007] -rftto-&*»iBtt, tft^ftttfr-rftiAffiii 
»«»fr*safiii&» ^©s^wa^sst-r-st)© 

[0 0 0 8] *»Wfc*V»TI4, HBtHea>K3&lt& 

[0 0 0 9] ±®<D£5\zmmtVT\t. feUHSBRR 

c-erbB-2 ©jeaSfefett® t LTWflJ 
fcfcfllT**. S5it£^c-e r bB-2«> SUB^ff 

fctefl^ftl 8 5 kDa©K1C9tt©3&JWi*£nT 

v>«©-v, rn&-€-©**xB^©e8^^Kssi© 

[0 0 10] MI:^TIt c-erbB-2SW 

geR73ysee5d© t t 3 T, «siiafl-©ffi5#tr*Mi-fs& 

jfCttOtt©"*:/^? (75/KSS»*5l 0-2 0) £ 

40 WW**JB"r*©K3BUI"r*ci«tTr**. Kfc 
«#©tt*tt**»THfc*»fc*«M*«»-r*& 

si#&iisu ^n=&«-*m«5^ita'e"&L*T, bm 

[0 0 11] SiM^^HtbTtt, «fiJ^«ftiB-r5# 
#«C*V»T*-r^^H©W, 5©^^H*iSt)W 

fitettfljT#sj8«. j:n©*fcfg^3nsfc©Ttt^ 

<, l~4©^7 |, 5 1 Ht»*PJfc^-rS^t*^S. 

[0012] c©*5aj6w«>6#!ti(t#tt, #a©5t 
50 ff»&tt#&u»Tin2:rstt«ifiQniift«fi-rs© 
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(3) 

3 

T&Stf, ftS^fcfi, 5>7!/8, "WKft 

;wfcfc. &«&^©*Wiie£&©HAw * 

[0 0 13] *ftncUfc#o?BBIBB<Z>ltB&J(£ 

T-f-»C. HD. 7FW"7'f5/>, fjR&JW? 
>. M?;7-f'J>, *D*v-f5/>, 10 

[0 0 14] 

ftMBSMMU. *V>TB»B±fc#ST*tt« (MB 

au c®a;iufc&im^MB0JtftftBftr«fe 

©<h«£$*l3. 

[0 0 15] *fta£t6S&H&£4*ii. tt#ft«^-r 
[0 0 16] BP»5«!>&»©Wl!|il,Tl4. ISH. A 

«&3J> •t-#*^-fem m&K warn, mu 

9L&JN. ftftflf. S^Dy^M, tWyMM, x'J+^ 



#Ri¥5-l 17 16 5 
*39»#»f6n*. #i8Q&4©fc«>©S!aii:l<Tte, a 

<. #ffi««-S0, RJHH. «S». « 

©m, aura, sb*. »a»*ois*ffl*ns4ai& 
[0017] *xni:«R«aBHiufi«cDa:4«a. to 

WD. »»fc^L*B»«»C!>Bm «*3MS. ®<f© 
B*®£& ttWNWfCioTttBffi^ » 

MJS:^©«SttjfcAtt£ 0 £ D l Bl:t38M (*tt 
g) SO. 0 1-lOOOmg/kg, ff^KBO. 
1~1 0 0mg/kgi8:-£-f5, 

[0018] *»wfc*v»T«WH i r*0wm, cn*-7 

£Xfc»l,T«-*L&«£. M<tt)10 0mg/V 

ftenft«^L Sfc, 7HU7V-f-»{c-s>ViTH. 
*©S#Btt, HRt*A©«^. 4 0mg£8lHHS4 
U SA^©ffF§»tt5 0 0mgT*D. V>X©« 
§H500/ig *t«*i?$ftTc& D . U£tf*"3T*»9i 
fcBSB^OJ&ttJWfett Eft S ©ffl«± t ^ O C £ £ 

[0 0 19] 

[##M1] c-er bB-2«Hte?lcj;oT:i-F 
$ *lfc£i»©S*ttSMfc£ Chou-Fasman©^ 

jft'v/^FSf&au **U7-BSRfc*t£u -en 

T, c-erbB-2 ©fEStfBBSnT^SfLIBBB 

«sK-BR-iiifc»-j-*Kisttft. m^mmitL 

fcEL I SA&TfS^, TB»lT**n*JBiaE«>il6 
[0 0 2 0] 

[HI] 
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(4) 



&Ri¥5-l 17 165 





ft & « -f * K 




8. & ft 


1 


His-Asn-Gln-Glu-Val-Thr-Ala-Glu- 
Asp-Gly-Thr-Gln-Arg-Cys-Glu-Lys 


318—333 


+ + 


2 


Thr- Leu-Ile-Asp-Thr-Asn-Arg-Ser- 
Arg-Ala 


182-191 


+ + 


3 


Leu-Arg-Ser-Leu-Arg-Glu-Leu-Gly- 
Leu-Ala 


455—466 


+ 


4 


Tyr-Met-Pro-Ile-Trp-Lys-Phe-Pro- 
Asp-Glu-Glu-Gly-Ala 


610-622 


+ 


5 


His-Thr-Ala-Asn-Arg-PrQ-Glu-Asp- 
GLu-Cys-Val-Gly-Glu-Gly-Lue 


495-509 


+ + + + + 



[0 0 2 1] ±m$§%fre>W*>frti£5\z. c-erb 
[0 0 2 2] 

[SUfifcll] c-e rbB-2JSJte : ?{C t fcoT3-H 
$n£g&CDN*§4 9 5frZ5 0 9&H<Dn&<D«.7?- 30 

•ko^au&v^xwaBisi:. -rtrxttwnnn (sp 
2/0) £mjbii&3-&. A^^up-TSfatic 

[0 0 2 3] JrUSt*:/?Ftt. 

RPEDECVGEGLTW^^fKt. *-*U 

(KLH) « ^^;V7^f k H4«HTlKlS$ttff 

G. Wa 1 t e r^W^fe (P 40 
ro C. Natl, Acad. Sc 1, . 7_7. 6 1 
9 7, 1 9 8 0) fcV&fc. fcfc. ±E*ttllC 
tUBalb/c^XWt. KJBJSBt^tt. 
Behzadian, M. A. m<D^m (Cell 
Struct, Funct. , 1 0 , 2 19, 198 
5) fc^CTfrfcofc. X^U-=>jfttEL I SAtt 

[0 0 24] #6nt j E/i'n-tJWt#ttthc-e 
rbB-2*»*B« , r*. ft*, C0*y*D-^ 
ttfttf. c-erbB-2 Stole**"*" SfcOT***^ 50 



*14. c-erbB-2 ®MPftB3nT»*9Uffli 

8S^SK-BR-IIICDgeHS 86 S-me t h i on 

SDSiMMifeTMBt, -€-©:*- h^S^i^Y 
[00 2 5] 

[I. */*n-*;i4ft#0>«H 
[0 0 2 6] 

c (i) fitisa^soiaK] wia^y^H©^*, u 

ft^7^F£j$8gle«fcS0*Bi*TfTfcofc. Sfefc, 
lmg KLHt3mg^fl«S0. 1M<J>KI£« 

i (pH7. 2) *T?, 2. 5X2^l^;i'7Jlo f kFT? 

aMURjfcSfTftofc. S&fc. 7'J-0^*7At 

hF&NKfc&K. 0. 0 1MU>8S« (pH7. 

4) +0. 15M NaClfTSWrfcfrfcofc. 
[0 0 2 7] 

c (2) fasa i o o/tgtMwa*t7D'f>H^s 

^7i>a;OHS, Ba 1 b/cVfrXOftTlCMB 
nBHT3E«4Fl/fc. *^l*fc*M-*ttAflW»#Sn 

L I S A&TfUKfc. !a"?9X I gGfc»*P 

OXt«^L&t®SIHft. £K£l/rttOPDT& 
5. 
[0 0 2 8] 

[ (3) fiM&B&S-] ftftSftftBal b/cy)X®» 
■ StttUU RPMI 1 640ftfl!l*TmilB«ffl, 
fflf. vCrX»WMB*SP2/0ftlMiBft©l/5 

~i/i osfln*, RPMissw^fci, #ux 
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7 

ru>>/>)3-)i (#?ft4ooo, is?-?) rmim 

-&£frfco;fc. #Ux^>>f'jri-;v©#Rfc. »£© 

fcTiMUfc. IMiM^ntttjftKTlBJMffft&lZT 

£o-x oifc. Xi"J-n>^«EL I SA 

mzT fttfotz. 
[0 0 2 9] 

[ (4) ^y^a-^ta^opsa a&nfc/w:7y 

15% FCS, <>->i'J 
>£-&A,fcRPM I 1 6 4 Oi£iftT*SIU X«8ffi 10 
S, ^'J7^>84U&Ba 1 b/cY^xoifiW: 

mm (iove) sia-rrs. ^3aw^, h*sir 

0S'C^I»$fT^V^ ±ff^e.DEAE-fe;UD-X*7 
[0 0 3 0] 

[II. c -e r bB-2g%fc#T£^/£n-:*-;Mfi 
[0 0 3 1] 

[ (1) $i#©i}-^?7X©^] Ouch t e r 1 o 

a —ffrVimt I g M tWKts tut. 
[0 0 3 2] 

[ (2) #TS] -fe7ri"J>lPS-3 OOsuperf 
[0 0.3 3] 

[ (3) ttttoftfttttt] "S-me thioninT 
g 6 St £ ftSttia b fc S K - B R - 1 1 1 MB £ ulfefc 

£Stt*tt(Z>ftl9<Z>ft»&. SDS«^*Ki (7. 5 

& t Jl 5. 185kDa #fil:-*OA> FftfyftS 
tl&o uO» ; fIlithc-erbB-2iitBi;T 
£©3MW»c -e r bB- 2g4fe*HRl/rV><5 

[0034] 
[HJS092] 
[0 0 3 5] 

[ (1) 7FW7T'f-»©l|Sg] ^/-^Xtev** 40 
^)V7,)V^ : y H (DMSD) TKKT'VI'v' 
>£3- (2-tfU vMIo^*) ^DK*>KN-X^ 
->W5^ (SPDP) £^E;l/JtTjg-g-U 3-6 



<$S1¥5-1 17 165 

8 

ftWEfcattT. 7FV'7Ti'-»£gffliLfc. 
[0 0 3 6] 

[ (2) 7\!\/7-?<1 is>tm#£<D&G#OMm £ 
ttft 1 TPSUfc^/ ? n-:*-JHWfri SPDPtSt 
;UJtT3 0~1 5 0 : l©9J£Tig£U 3 0"CT3 0 
ftMK&S-B-fc. Jl^TSPDP(»gifeaatt5~l 0 
mMlc£-5<fc5K:iiifU *fil£©S PDPttPD- 1 

[0 0 3 7] JIOiafcl/TSPDPT^fiJbfc^yi' 
a—)r)UMtb±1BM (1) *T»fcSPDP4MrrK 
I'TT-f ->>i«\ pH8. OfDSOmMhUlf^ 
SX 5 OmMtfrft^F'J^A, lmMIfl/>i?75 
>Tb7mmWi*>T> 4tT9 0#fWE£3-fr&. *E 
Jt?OSPDP*5WJ7Hl/77-f-»ttPD-l 0* 

[0 0 3 8] 

[SlifiM3] HJg^2TiUi!LfcTHk7V'f-»tiix 

TTJIi^fcMfttt. &©3 8®©?LI»Jg*IJg-C;&oT, S 
K-BR-IIL BT-474, MCF-7. £©111/? 

t?«aa©«5ae? c - e r b b - 2 <D&mmb'j>tsi < & 

[00 39] 

[ (i) ««ejia^i*tt, »«L&*«^*fttfT 

[0040] mjBJmmiiH*». -UBict-a-Twent 
4#»fi**6. Mamon*- (Co-ci) /Co 

X 1 0 0©S;lCbfc*ioTgtHLfc. ±5$fcfc^T» C 
[0 0 4 1] 

[ (2) ftMH SK-BR-IIIK»-r*7FU7T-f 

-»isa<!:ifflfia*g»ajftij*t©pi^s^-rtBi 1 ot* 

DTfeofc. 0+, afi#fc-&#, btt7Hl^7T^-> 
[0 0 4 2] £fcftttjnHAlc£»T. tt8«®5 0% 

Mtt«^iH*ft«ti(nniKK i c 6 o msbttm. 

[0 043] 
»2] 
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(6) 
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10 



fft Iffi 9fo (h M £S 

m TO ioci vJ tiB *h 


I C so ( 1 0" 9 M ) 


d ✓ a 


a 


b 


S K — B R — III 


1.3 


30 


23 


B T - 4 7 4 


1.8 


> 1 00 


>56 


M C F - 7 


2.5 


2.5 


1 



7 K L'TV-fS/VlJS. 



(felg*. a : b 
b / a : a K^tf 3 b <B I C so 

BT-4 7 4 t«^T. 10- 7 MKT»7K 

u r v -< >> v w & ffi g -c* \ x m. m aa $ m & « & s *i * 



[0 044] 

c o) nam ±iBfe**^ws*^«fc5ic *& 

Tffl V>fcffij83J a . b ©*8i8lll£8&Stt, c-e 
r b B - 2 ©$BSiftfcfe# bTfc D , H Of^ffl«^tt^ 

[0 0 4 5] ££b/a©3ta>S, *&93K:«S8-&# 

sK-BR-niaaflg-ett, 7Hi^7-7-f5/>*a 

[0 0 4 6] Ht, BT-4 7 4jfflBST, TKl'TT-f 

ft I* m o>9kJi 

(1) £W«2-e«i6Lfca<&#: 

(2) £ & 

(3) ? D □ ?9 J-)\> 

(4) j^®*^ h'JfA 

[0049] 

c-erbB-2 ©S^*^-T-5SiSBBS«'*f LT. 7 



Ufc. Z\<DZ\t\t. 7HU7v-f-»*fflt9:#T^** 

*?gwic rm&mz-rz z.t\z 

[0047] 

hum 4 siMfoauB] ym<om\zm <n ~ 

(4) ©£fifc#£j!l@* 1 0 0 0mllC&S?Lfc&. 7 
1 m 1 -f o^ftLT, aitSiJ 1 0 0 0 

[0048] 
[*3] 



5 
9 
5 
1 



[si] $Lmm&sK-BR-uuz$>vz>fflmmmito 
mmtm£Mmm£<Dmm%7jkVTc!f77-?$>%. 

a : *%WiZ&%m£# 
b : 7 KW7V-T (MM) 
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[01] 




to -9 t<r 6 i<r 7 



(sDiDt.ci. 6 ^»je^ ftftmmmn fi fe«s^ffi^f 

A6 1K 45/00 ADU 8415-4C 
C 1 2 N 5/18 

C 1 2 P 21/08 8214-4B 
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